TO THE EDITOR-The nephrotoxicity of amphotericin B (AmB) has long been known, but the risk of this side effect can be reduced if the drug is formulated as either an extemporaneous lipid emulsion (AmB-LE) or a liposomal product (AmB-LIPO). Information on the relative nephrotoxicity of these formulations is still scarce, and so assessing whether AmB-LIPO and/or AmB-LE are less nephrotoxic than conventional AmB (ie, AmB deoxycholate, AmB-Dx) is still a matter of interest [1] . This assessment, however, is hampered by the lack of head-tohead trials comparing AmB-LIPO versus AmB-LE; hence, any comprehensive analysis in this area must rely also on indirect comparisons between the 2 lipid-based formulations.
Network meta-analysis is an evidencebased tool that is specifically aimed at these indirect comparisons [2] [3] [4] . On the other hand, the similar pattern of nephrotoxicity observed for AmB-LIPO versus AmB-LE [1] raises another methodological question because the indirect comparison between these 2 formulations should be based on a noninferiority design [5] . The meta-analysis published by Mistro and coworkers [1] has carried out 2 separate superiority comparisons: AmB-LIPO versus AmB-Dx (5 trials) and AmB-LE versus AmB-Dx (9 trials). Both showed a significantly higher nephrotoxicity rate for AmB-Dx; the indirect comparison between AmB-LIPO and AmB-LE was not examined statistically.
In the present analysis, first we reexamined the same trials included in the aforesaid meta-analysis; then we carried an indirect comparison of AmB-LIPO versus AmB-LE using standard network meta-analysis techniques (Bucher's method [4] combined with noninferiority testing [5] ). Point estimates were estimated along with their 95% confidence interval (CI). The end-point of our analysis (incidence of nephrotoxicity) was the same as in Mistro and coworkers' study. The only difference was that our analysis was based on risk difference (RD) rather than on relative risk. This was because RD is a more intuitive parameter in this context and, more importantly, facilitates the interpretation of noninferiority analyses [6] . Figure 1A shows the results of our network meta-analysis. In the direct comparison between AmB-LIPO and AmB-Dx, the pooled RD was −17.32% in favor of AmB-LIPO (95% CI, −22.90% to −11.73%; 5 trials). Likewise, in the direct comparison between AmB-LE and AmB-Dx, the pooled RD was −25.93% in favor of AmB-LE (95% CI, −43.67% to −8.19%; 9 trials). The indirect comparison of AmB-LIPO versus AmB-LE found an RD of −8.61% in favor of AmB-LE, but the 95% CI (−27.21% to 9.99%) failed to show the superiority of any of these 2 treatments. More important, in the noninferiority test these results demonstrated the noninferiority of AmB-LE in comparison with AmB-LIPO according to a noninferiority margin of 10% ( Figure 1B) ; in fact, the upper extreme of the 95% CI of the point estimate approached the noninferiority margin, but did not cross it.
The value that in general can be recognized to the results of network metaanalyses and to the resulting indirect comparisons is still being debated. In this case, our analysis contributed to generate a more informative conclusion because not only did we demonstrate no proof of difference between the 2 lipid-based products, but we provided also the proof of no difference (according to the noninferiority 10% margin).
